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H H 1 ^^J oc 3 — H_ifttfc 639(M+H) + 



H H 1 ^v-s v 3 — *l__4fc 556(1I+H)* 



5 H H 1 ,TV s v 3 — i_»t 556(M+H) + 

6 H H 1 -V^r-A 3 — ■_$_„# 556CM+H)* 



7 H H 0 3 — M__tfc 542(M+H) + 

8 H H 1 N^**, 1 ~ St___S 522(M+H) + 



9 H H 1 ~YY**\ 2 ~~ ^feift-tt 536(M+H) + 

10 H H 1 N^v^, 3 52 «£__#; 550(M+HT 



11 H H 1 -v^r^ 2 85 &_■„#£ 536(M+H) + 




12 H H 1 YY^j 3 *£_?{« 550(M+H) + 

13 H H 1 W=\ 3 97 M_„^ 550CM+H)* 




14 H H 1 YY V 1 3 __?*#; 551 CM+H) + 

15 CF 3 H 0 3 40 *__« 555 (M+H) 4 

16 H H i ^y°y^^ 3 — H__^ 

[0 10 0] 
[01013 

- <«*M1 7> 

2 - [3 - ( 6 - ^>yM^y<>' , /7 5> - 3 - i/H 7_t7U0 -2-t-7>a? 
i--#/W;J_/l/7* 5 77nA> -1,3- -J^—}V 
[0 1023 

. <JP 2004307442A_I_> 



(17) 



#SJ2004-307442 (P2004-307442A) 



[ft 3 1 ] 




OH 



[0 10 3] 

P%mi<Oft&m (5. big) £if7fcTHF (lOOmL) fctfflHU /K^T***^ 
mO+VJ* (238mg) ZMtfCe 3^? ( 5mL) SrjgTL- MtZtZT 2 : Bf itBS 

5A;n7b^77^ - (^-9-> : »»x-?->l<= 1:1) CftU SW$3 (3. 2 1 g 

1 H NMR (400MHz, CDC 1 3 ) 5 1 . 42 ( 9 H , s ) , 1 . 
55-1. 59 (2H, m ) , 1 . 6 5 - 1 . 7 1 ( 4 H , m ) , 2.64(2 
H, t , J = 6 . 8 H z ) , 3. 41 (2H, br s ) . 3. 58(2 H, 
dd, J = 6. 8, 11. 2Hz), 3 . 8 1 < 2 H , dd, J = 5 . ' 4 , 
11.2Mz), 4. 93 (1H, s ) , 5 . 1 0 ( 2 H , s ) , 6.95 

( 1 H , dd, J = 2 . 4 , 8.8Hz), 7. 06 (IHd, J = 2 . 4 H 
z), 7. 33-7. 46 (7H, m ) . FABMS : m/z 4 56 (M + 
H) + . 

[0 104] 

<##M 18-32) 

±te##^J 1 7 fc R^cD^ £ J" -5 T « 1 <7>f b^iOjlTcMJE* ffl \ IS 2 fk^r-f*) 

[0105] 
[*2] 
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Rl 



^2 



28 H 

29 H 



H 
H 
H 



30 H 

31 CF 3 H 

32 H H 



R2 




iNHBoc 



# 
m 


R, 


R 2 


u Ar 


n 


m * 

{%) 




FABMS : 
w/ z 


18 


H 


H 


1 Xx< 


2 


85* 


fan iy'v —4—. 


442 W 


19 


H 


H 


i Boc 


3 


53* 




554 (M) + 


20 


H 


H 


' XA 


3 


83* 




471 (M) * 


2! 


H 


H 




3 


73* 




472(M+H) + 


22 


H 


H 


1 xo- 


3 


69* 




472 (M+H)* 


23 


H 


H 


0 xo- 


3 


72* 




458 (M+H)* 


24 


H 


H 


1 XXX 


1 


23* 




437 (M) * 


25 


H 


H 


1 xxx 


2 


54* 




452(M+H) + 


26 


H 


H 


1 xxx 


3 


50 




466<M+H) + 


2? 


H 


H 


1 YYi 


2 


52* 




452(M+H) 4 





Xk 



0 B 



3 

3 

3 
3 
3 



53* 

48* 

42* 
74* 
54* 



ifeiti 466CM+HV 

m&mVt^S 466(M+H) + 

M&7*:}1 467(M+H) + 

M&f&Vtm 439 (M+H)* 



[0 106] 

<##W3 3> 

5- [ 3- ( 6-<yyM^^V*77^-3 ;H/nt;H - 5 - t -7'>^f 
W//l.4t\-nT$ 7 - 2, 2 > 1 , 3 v ;f -^.V 

[0 107] 

[ ft 3 2] 
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[0 108] 

##W 1 7 <Ott&m (3. 2 1 g ) £&S*<y-fc> ( 2 0 0 m L) tzWM t . 2 , 2 - 
^ h ^ ~s~?XV *y ( 8 ; 6 4 m L) . ; h 4 X >X;^ yM ( 3 2 1 m g ) £iH;t. . 

> : BBif^= 3:1) Ktf U BWfe (1. 83s. 52 %) Zm&mmnb LX 

1H NMR (4 0 0MHz. CDC1 3 ) 8 1. 40 (3H, s), 1 
. 42 (12H, s) , 1. 60- 1. 78 (2H. m) , 2. 63 (2H, 
t , J = 7 . 3 H z ) , 3 . 6 3 ( 2 H , t , J = 1 1 . 7 H z ) , 3.87 

( 2 H , d , J = 1 1 . 7 Hz) , 4. 90 (1H, s ) , 5 . 1 0 ( 2 H 
s), 6. 93 (1H. dd, J = 2. 4, 8. 8 Hz) , 7. 05(1 
Hd. J = 2.4Hz). 7. 31-7. 46 (7H, m). 
FAB M S : m/z 4 95 (M) + . 

[0 109] 

<##M34-4 1) 

li^muns 3 1 fmvynmz x ~> xmm is— 20. 24, 26—29 t^-r ft 

[0 1 103 
[fft3] 
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NHBoc 



(CH.) n 



^3 




# # Ar 

m 



n » {%) 



FABMS : m/z 



34 
35 

36 
37 
38 
39 

40 

41 



Boc 




3 

3 
1 
3 
2 





54 
87 
64 
66 
80 
87 

75 

88 



481 oo + 

549 (M) + 
51 KM) + 

477 <M + ) 
505 (M) + 



n&r^fry 49i (m) + 

505 + 



IfiiW 505 (M) f 



[0111] 

<##W4 2 > 

5- [2— (2-<yy^^t7h-6-f;l^) xf;V] - t -7'h d f^^#— >!<• 
7*y-2, 2-^-t-7^— 1 , 3, 2-y*W?V 

[0 1 123 

HC3 3 3 



Si (t-Bu). 




NHBoc 



[01 133 

##M 2 5 tOfl^ft ( 3 . 0 3 g ) ar D M F ( 5 0 m L) (Cffgf L . O'CT a*— t - 

D ;l t"x h y 7;l^a^< ^ yx;^^- h ( 2 . 8 6 g ) '^nn>' ^ > (10m 
L )?§?&, 2, b-./W-S^' (1. 5 6mL) SrJtlX.. I§1^T3 OiHaBfHf Lit. KlfcW. 

A-t'feaLfe, w*s*l, jbIk^sj^^ mm^Mm&xm^ B Lxam<D-itr^ 

m ( 2 . 00g, 50%) Sr*Sfe& v *i: LT#5t„ 

i H NMR (40 0MHz, CDC 1 3 ) 6- 1 . O 7 ( 9H, s ) , 1 
. 08 (9H, s>', 1. 47 (9H, s), 1. 91 (2H, m), 2. 

<JP 2004307442 A l_> 
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#ffl2004-307442 (P2004-307442A) 



6 7 ( 2 H . m ) , 3.96 ( 2 H , d , J = 1 1 . 7 Hz), 4 . 3 0 ( 
2H, d. J = 1 1 . 7 Hz), 5. 04 (1H, br s), 5. 16 ( 
2 H , s ) , 7. 18-7. 21(2 H, m ) , 7. 26-7. 27 (1H, 
m ) , 7-35 (1H, d , J = 6 . 8 H z ) , 7.40 (1H, d d , J 
= 6.8, 7. 3Hz), 7. 42 (1H. s ) , 7. 48 (2H, d, 
,1 = 7.3 Hz ) , 7. 6 3 ( 1 H, d, J = 8. 3 Hz), 7.66(1 
H, d, J = 8. 3 Hz). 

CO 1 14] 

<##M4 3 > 

5 - 1 - / h=Jf.y*;l#-^7 S 7 - 5 - [ ( 6-t Vn^isKyy'yyy-s >], ) 
7DK/H -2, 2-y^^-l , 3- ! J**c-?y 
[01 15] 
[ft 3 1] 




[0 116] 

##M3 3<Wt-&%! ( 1 ■ 44g) J'ftlxfyl ( 7 OmL ) tdSflfU 1 0%.a°9^*'7 

&imm&£. ( 1 4 o m g ) sr jn^. ist2 9 4 k p a-csmismmm Ltz a ^mm 

•f> : I^iSx^-;l-= 3 : 1^1 : 1 ) iCtfU ( 7 8 2m g , 5 4 %) £#ftfeT 

iH NMR (400 MHz, CDC 1 3 ) o 1. 40 (3H, s), 1 
. 43 (9H, s), 1. 45 (3H, s). 1 . 5 9 -1. 75 (411, m 
) , 2. 5 9 ( 2H. t, J = 7. 3Hz) , 3. 64 (2H, t, J = l 
1 . 7 H z ) , 3 . 8 9 ( 2 H, d , J = 1 1 . 7 Hz), 4 . 9 8 ( 1 H, 
s) , 6. 31 (1H, dd, J = 2. 0, 3. 9Hz) , 6. 37 (1H 
br s ) , 6. 75 (1H, dd, J=2.4, 8.3Hz), 6.9 
4 (lHd, J = 2. 4Hz) , 7. 27 (1H, d, J = 8. 3Hz). 
FAB MS : m/z 4 05 (M) + . 
[0 117] 
<##f?lJ4 4-5 1 > 

±iE##fij4 3 1 mmcoxmizi^x . m. 3 iz^tit^mt:mmwcth n tizx 9 . a 

4^-Tft^^-^iStL^. 
[01 18] 
[«4 ] 
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#M2004-307442 (P2004-307442A) 



HO. 



NHBoc 



Ar, 



(CH 2 ) n 




# Ar 



FABMS : m/z 



44 

45 

46 
47 
48 
49 

50 

51 



Buc 
N 




3 
1 
3 
2 





82 
99 

9 

quant, 
quant, 
quant. 

85 

89 



394 (M+H) + 



504 (M) + 



n&ftovtm 421 (m> + 

ifiTt^ 387 <M + ) 

n&m?£ 415 (m) + 
nnr^j^y 4okm> + 

415 (M) + 



MtfttKU 41 5 (M) * 



[0 119] 

<##M5 2> 

5-t-7Ky^- ;UTSy-5- [2- ( 2 - 1 Kn^> -f-y h - 6 - -i tV) x 

-2, 2-=J-t-yf-)V-l, 3, 2-*J^ J t>y> 
[0 12 0] 
Ut3 5] 




NHBOC 

[0121] 

##M4 2 <7>ik-M% ( 2 g ) **§txf-/l ( 5 0 m L) . J —)V ( 5 0 m L) 

sii l, io xn^^^mwmm. ( 4 o o m g ) , mu. sett- 5 utiMiM 

^ - Cv* "»f > : »ixf;l=4 : 1 ) (C#U gWf^I ( 1 . 50g, 8 8%) 

i H N VI B ( 4 0 OMH z. CDC 1 3 ) § 1 . 0 6 ( 9H, s ) . 1 
. 0 7 ( 9 H, s ) , 1 . 4 7 ( 9 H, s ) , 1 . 9 1 ( 2 H , m ) , 2 . 
65-2. 6? (2H, m) , 3. 97(2 H, d, J = 1 1 . 7 H z ) , 

4. 31 (2H, d , J = 1 1 . 7 Hz), 5. 05 (1H, br s ) , 

BNSDOOID: <JP 2004307442A l_> 
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5. 15 (1H, b r s ) , 7. 06 (1H, d d , J = 2 . 4 , 8 . 8 H 
z ) , 7 . 1 0 ( 1 H , m ) , 7 . 24 ( 1 H, d d , . J = 1 . 5 , 8.3 
Hz), 7. 50 (1H, s ) , 7.56 ( 1 H , d , J = 8 . 8 Hz) 
7 . 6 2 ( 1 H , d , J — 8 . 8 Hz). 

[01 223 

<##M5 3> 

5-t-7T^f > ^ T 5 y - 5 - { 3 - [2 - (3, 5 - t".X h 'J -? >i f\iX f- 
^7x y^fi/) t7b-6- -f /I- ] 7d t7W !■ - 2 , 2 - 1,3 - v'^-F > 

[0123] 
[ ft 3 6 ] 




[0124] 

##M48(7Ht^ ( 8 6 0 m g ) ^>'?nn^^>- (47ml ) fdSjf U T/l-rfy^ 
JIT, 3, 5 -t'X h 'J 7/1^* n^f ^7 i-M^I ( 5 3 4 m g ) , »Kf! ( 3 7 6 
mg) , tHa7-y-774A(430rag) , h yxf^TS > '< 1 . 44 ml ) 

*M±, mmzx mmmwLtz* T-mmami. Fmzwmw, wm^i-fr-mm 

^i/ | J^t*M7A?n?b^77^- :HSx^/l'=7 : 2^3 : 2) "CH 

K L T , a WOffc&ft ( 9 9 m g , 9 % ) * fc L T . 

iH NMR (400 MHz, CDC1 3 ) 3 1.40C3H, s), 1 
. 43 (9H, s) . 1. 58 (3H, s), 1 . 6 8 - 1 .' 7 6 ( 4 H, m 
) , 2. 79 (2H, t, J = 7. 3Hz) , 3. 65 (2H, d, J=l 
2.2Hz), 3. 89 (2H, d, J = 1 2 . .2 Hz), 4. 89(1 H, 
s ) , 7. 10-7. 15 (1H, m), 7. 21 (1H, dd, J=2. 
4, 8. 8 Hz), 7. 36 (IH, dd, J = 2. 0, 8. 3Hz), 
7 . 4 1 ( 1 H , s), 7 . 4 3 ( 1 H , d, J = 2 . 4Hz), 7. 58 ( 
IH, s ) , 7. 64 (IH, s ) , 7. 7 1 ( IH, d, J =8. 8Hz 
) , 7. 85 ( 1 H, d, J = 8. SHz ) . 
FABMS : in/ z 5 8 7 ( M ) + . 

[01253 

<##«54-5 7> 

±I2##PJ 5 3 [s]«077ffi CJ:-)T, ##M 4 7 , 4 8-5 1 cOft^ft ± 0 , * 5 (c 

[0 1263 
[»5 3 
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m 



At 




NHBoe 



CCH 2 ) n 




n m 



.%) tt^ 



FABMS : m/z 



54 
55 

56 

57 






12 
19 

21 

15 



n&T^fry 600 (MtH)' 
y X 

HfeM^^J 614(M+H) 4 

nmmMt 628(M+H) + 

m&mWW 628(M+H) + 



[0 127] 

<##W5 8> 

5 - t - 7 h ^ ^^^^-;t-T 5 7 - 5 - { 3 - [ 2 - ( 3 , 5 - t'X HJ -sf f 
;1^7x7^y) t7h-6->f;H Xf/H -2, 2 ->?-.t -7>"^-/l— 1 , 3, 2-V 

[0 128] 
[ fb3 7] 




Si (t-Bu). 



NHBoc 



[0 12 9] 

##f?ij 5 2<7>ftMl3 ( 4 8 0 m g ) £i- ; ;7atr,* ^ > (10ml ) t^8¥U 7*4 r? > % 
tlTF. 3 , 5 -t"X b >,) 7;^n^ ( 4 9 3 m g ) , WWM (17 4 

mg) N ^1^^7-^-7X4.4 (1. 50g) , MJxf.;17S> ( 2 66^L) & 
SOX. £iIKT8BSiaS8¥Lfc. 3, 5 - t'X h U yjVJtxi* +)V7 *-)V**?W. ( 4 9 
3 m g ) „ b Uxf;17 5 > ( 2 6 6 m L) £}litl L . $ hiZ— Lfc „ ^Rt^r 
JH t , }§j££e* L fcflL Mt*r U * a-? h/57-f-( *0*fir > : WIS 

so: i ) Tmm LTs ae^ft^ ( l 5 5 m g , 23%) L 

iH NMR (4 0 0MHz, CDC 1 3 ) & 1. 08 (9H, 
. 0 9 ( 9 H , s), 1.47 (9H, s) , 1 . 9 4 ( 2 H, 
m ) , 3. 98 (2H, d, J = 1 1 . 7 Hz), 
J = 1 1 . 7 Hz), 5 . 0 6 ( 1 H, br s), 
J = 2 . 4 , 8.8Hz), 7 . 3 6 ( 1 H , d , 
4 1 ( 3 H , s), 7. 58(1H, s), 7. 63 (1H, 
J = 8.3 Hz), 7. 83 (1H, d, 



7 3 ( 2H, 



2H. 
1 H, 

Hz) , 
s) , 
J = 8 . 



d, 
d d, 
7. 
7.7 1 
3 Hz ) 



s ) 
m) , 
4. 
7 . 
J = 



32 ( 
1 9 ( 
8. 3 



(1H, d, 



[0 13 0] 

<»#M 5 9 > 



3 - [6- ( S—^.yi/JVtti/? x.S*ci/) 



>7>1 - 3-4)1) 7of 



BNSDOCID: <JP_ 
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#182004-307442 (P2004-307442A) 



>V } - 5 - t - 7" h ;l^#-)l- 7 5 7-2, 2 - ^ ^>1- -1,3- > '■{%-»■> 
[0131] 
[ffc3 8] 




[0132] 



##M4 3(7>it&m (2 59ms) |y';oD^?y ( 5m 1 ).(CjfflffU h »J ( 3 
y-J)V^v) 7x-)H*X7^yT-fef-l ( 1 OOmg) . ( 1 . 6mg) Sr 

jtii.T; safcT2 0B«aH«fi s Lfc. ^wfcsraiu ra**t=a?, »Rx^-e#i 

iSSri^ -U^M^n^^?^- (^-if> : Iffgxf*>l = 3 : 1 ) TfifSIlT 

, a wmtkizm < 3 7 m g , 25%) & ts-£»#K?*i t l t . 

1H NMR (4 0 0MHz, CDC. 1 3 ) 5- 1. 40 (3H, s), 1 
■ 42 (9H, s), 1 . 4 4 ( 3 H , s ) . 1.65-1. 78 (4H, m 
) , 2 6 6 ( 2 H , t , J = 7. 3Hz) , 3 6 5 ( 2 H, t , J = 1 1 
. 7 H z ) , 3. 88 (2H, d, J = 1 1 . 7 Hz), 4 . 9 1 ( 1 H, 
s), 5. 02 (2H, s), 6 . 6 0 ( 1 H , dd, J = 1.5, 8.3 
Hz), 6.63 (1H, dd. J = 2 . 4 , 2.4Hz), 6.71 ( 
1 H , dd, J = 2 . 4 , 8. 3Hz), 6. 96 (1H, dd, J = 2 . 
4, 8. 3Hz), 7. 11 (1H, d, J = 2.4Hz), 7 . 1 9 ( 1 H 
. dd, J = 8 . 3 , 8.8Hz), 7.30-7.45(7H, m). 
FABMS : m./z 5 87 (M) + . 
[0 13 3] 
<##M6 0-6 6> 

±is###ij 59 1 mm^miz x-?x, ##M4 a ~ 5 0 o-ft&w^ , .* 6 

[0134] 
[*6 ] 
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60 
61 

62 
63 
64 
65 

66 




# # Ar 

m 



Bnc 




NHBoc 



(CH.) n 



2 
3 
3 
2 
3 
2 



75 
57 

72 
64 
42 
50 

55 




FABMS : ffl/z 



576 (M+H) + 
ffiT ; Eil'7 689 (M+H) 1 
MfetBBtt#J 603 (M) + 

m&y^fry sum)* 



597 (M) + 
583 (M) + 



m&m&® 597 <m) + 



[0 13 5] 

<.mmm 1 > 

2~T*y-2- [ [3 - ( h-^-Vi/JV^^' 
y'u.ny- i , 3 /Hsitig 
[0136] 
[^3 9 ] 



3— rot/H ] 



NH 2 HC1 




[0 137] 

##(5IJ 1 7 CO-ft-^m ( 3 9 2 m g ) ^^y-;K4mL) fcfgfi? L . 0 °eTM*Mm - 

(4m i ) fcjnifc. MHiteML l . 5B#P^JS#tfcf*. .r^iiiiESr 

Mffi©£L SWfe (310mg. quant. ) t&KfilB**:' LT#£ . 
i H NMR (400MHz, DMSO d 6 ) 51. 42-1. 45 (2H, 
m) , 1.62-1. 66 (2H, m), 2. 58 (2H, t . J = 6. 8 
Hz), 3. 42-3. 45 (4H, m), 5. 14 (2H, s) , 5.3 1 
( 2 H , b r s ) , 6 . 9 4 ( 1 H. d d , J = 2 . 0. 8 . 3 H z ) , 
7. 22 (lHd, J = 2 . 0 H z ) , 7.32-7. 52 ( 6 H , m ) , 7. 
65 (1H, s), 7. 7 3 ( 3H, br s). 
FABMS : m/z 3 56 (M + H) + . 



<jp_ 
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Wb%, 1 2 2—1 24C, 
[0 1 38] 

(MH&M2-2 2 > 

JJE^JIW 1 fc B«te>*ffiC i 0 , ##M 18-2 3, 3 0-32 
5 9~6 6K^-ffc^fiHp&. IS 7 Rt/m8 Ltz . 
[0139] 
[»7] 



5 3-5 7, 



Rl 



R2 




NH 2 HC1 



<CH,)ii "Ar. 



*(gh 3 )ii 



V 



OH 



OH 



m 



m Ar 



<%) 



FABMS 
m/z 



Msec) 



2 

3 
4 

5 
6 
7 



H 

H 

H 

H 
H 
H 



8 H 

9 CF 3 

10 H 

11 CF 3 

12 CF 3 

13 CP 3 

14 CF, 



[0 14 0] 
[5S8J 



H 



H 1 



H 

H 

H 



H 0 

H 1 

H 0 

H 1 

CF 3 0 



CF, 0 



CF, 0 



CF 3 0 




2 99 

3 87 
3 88 

3 93 

3 96 

3 91 

3 78 

3 95 

3 96 

1 31 

3 65 

3 85 

2 34 



342CM+H)' 151-153 

Jt-feT^t/U 354(M+Hr 
7;^ 





372(M+H) + 


135- 


137 




372(M+H) + 


203- 


•205 




372(M+H) + 


174- 


176 




358(M+Hr 


170- 


173 




467<M+H)* 


130- 


132 




'37KM+H)* 








406(M+H)* 


203- 


205 




46CKM+H)*' 


172- 


174 




488(M+H)* 


188- 


189 




488(M+H)* 


192- 


194 


7/^ 


474(M+HT 







3 _2004307442A__L> 
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Ri 



M 8 



R2 




(CH 2 )n 



NK 2 HC1 
OH 



m r 5 

AS 

m 



22 OBn 



Rn m Ar 



H 




15 OBn H 



16 OBn H 1 



17 OBn H 1 



18 OBn H 1 



19 OBn H 1 



20 OBn H 1 



21 OBn H 1 



H RC! 




(%) 



FAB MS 
m/z 



[0141] 

<MftM2 3> 

2-TS/-2- [ [2- (3, 5 - fx h 'J 7;l/^n.^ f ;l/7 x y ^ y ) f7f-6 
<4)V~\ xf;H 7n.A 8 y-l , 3-^-/^ 

[0142] 

[ ft 4 0 ] 



3 quant. 44«M+H) " 3 26 - 128 

2 quant. HfeT^^^ 436<M+H)' 

3 81 M&MM 449(M*H>' 119-122 
3 78 H-feT^e/V^ 464{M+H)~ 

2 90 *£fe8te|t 444{M~t-H) r 178-180 

3 87 SfrWfi.T^/U' 458CM+H)' 

2 81 m&B^ 444(M+H) 120-122 



3 97 fk&T^^ 458(M+H)- 




NH t HCI 
[0 14 3] 

##M5 8^ft^a (150mg) SrTHF (5mL> CJgJBU TBAF (1. 0 5m 
L, 1.0 mo 1 /m L T H F jgjS ) SrJO^T. £8SCT 2 B^lif Lfc • JSOKS 

-3:2) TfifSLT. £fi»*efcS:*fc,> ^tlSr^^y-^ ( 3mL) KiffllfU 
Il-Blxf/^I (3mL) £JP;tT. »»T-T««lfPtfc, .»«£S*l/C. BW 
^ft^tt ( 1 0 1 m g , 9 4%) Sr^fef^.h Ltifc, 

<JP 2004307442A_I_> 
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#BH2004-307442 (P2004-307442A) 



»H N MR (4 0 0MHz, , DMSO-d 6 ) 51. 87-1. 91 (2 
H, m) , 2. 76-2. 81 (2H, m), 3. 56 (4H, s), 5. 
4 3 ( 2 H , b r s ) , 7. 38 (1H, dd, J = 2 . 4 , 8. 8Hz) 
. 7. 44 (1H, d, J = 8 . 3 H z ) , 7 . 6 4 ( 1 H , d , J = 2 . 
0Hz), 7. 67 (2H, s) , 7. 76 (1H, s) , 7. 84-7. 
8 7 ( 2 H , m ) , 7 . 8 7 ( 3 H , b r s ) , 7 . 9 9 ( 2 H , d , J 
= 8 . 8Hz). 

FABMS : m/z 474 (M+H) + . 
it£ 1 5 0-1 52°C. 
[0144] 

<mmm> ^^.m^mw^wmKmizm-i. mmit^m^mmm 

h 5yX77>"f-y a>~ (Transplantation) s M5 5^. S53-^\ g§ 
578-5911, 19 9 3% (ClBK^^*##(cLTfi-5^. BALB/c^iftt 
-7W6-8i« ( B*^-/1X ■ 'J^-i^iiH+xxx/ly-) j&»4>1P«KS:«S5ZL 
fc. Mm, RPMI -l 64 0Stffi (^3 4fci*B4BffF) 4>(cffiDffiU H 
m2ftTt'3{tU;UM/-t- (70/;ra, 7rW/) SrMift$-»i:S C fc t= ± 

A - h >J xmrnmrnm.^MlX^MMZmtilLZitt: . RPM I - l 6 4 0*JgrC3E»6 
ifc^Lfcf*. RPM I - 1 6 4 OiSMSfcSBIlt/S. £2Wc*8iMb&«2 5jit g/mLt4 
^i3t:^hY^y>C (fiffiflHi) £JH£> 3 7 5 C, 5%CO 2 Tt3 0^tL 
fc. RPM I - 1 6 4 0«6"C3|HBl'Wte»-tfcft, RPM 1-164 0iS:2. 5 X 
1 OS H/mLfcSriJidfcJfittU iiitlWWIJBSaHRtLfc. MMiaKNHK2 0 
juL ( 5.x 1 0 6 fl/'E) £„ 2 7G#t&J:L K ^?n^y>>- (yN$/lh>) SrfflUT 
C 3 H ,/ H e N^ttttV>X 6 ~~8 B§& ( B*/I/riftli0*xxx;Py- ) 
J&BS»&Tte&»t£. jEWttiSmXi. RPM I - 1 6 4 QmM&frZ&M Lfc. 4 B 
f^ts &J@?TU:x'N»3&aJU ^N7-AT20 Htf.^lT • M- K ) Sr 

fflv^TMJt*illJELfc« SUMfc^ftrli. $«iMffiMtB^3Bf*^?\ 1B1I. If 4 

[0145] 
[»1 ] 
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9 



mm® 


*J#^ S ^ J 






s # i 






(mg/kg) 


CO 




(mg/kg) 


m 


i 


3 


72 


17 


3 


78 


2 


3 


65 


18 


0.3 


71 


4 


0.3 


52 


19 


0.3 


79 


10 


3 


74 


20 


0.3 


72 


11 


0.3 


69 


21 


3 


66 


13 


10 


88 


22 


0.3 


79 


14 


10 


66 


23 


10 


72 


16 


0.3 


63 
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(51) Int. CI. 
A6 1 K 
A61K 
A 6 1 P 
A 6 1 P 
A6 1 P 
A6 1 P 
A 6 1 P 
A 6 1 P 
A6 1 P 
A 6 1 P 
C 0 7 D 
C 0 7 D 
C 0 7 D 
C 0 7 D 
C 0 7 D 
C 0 7 D 



31/44 
31/47 
11/02 
11/06 
17/00 
17/06 
27/14 
29/00 
37/02 
37/06 
209/14 
213/64 
215/20 
307/81 
307/91 
333/58 



F I 

A 6 1 K 
A 6 1 K 
A 6 1 P 
A 6 1 P 
A 6 1 P 
A6 1 P 
A 6 1 P 
A 6 1 P 
A6 1 P 
A 6 1 P 
C 0 7 D 
C 0 7 D 
C 0 7D 
C 0 7 D 
C0 7D 
C 0 7 D 



31/44 
31/47 
11/02 
11/06 
17/00 
17/06 
27/14 
29/00 
37/02 
37/06 
209/14 
213/64 
215/20 
307/81 
307/91 
333/58 



4 C 2 0 6 
4 H 0 0 6 



1 0 1 



(72) mm g?R mm 

mmm&mmmmmBm4 -7-12 
(72) mm moi mm 

ffi^M/hOnfrz,*: 1-7-16 

F^-A(##) 4C031 DA04 

4C037 PA09 SA04 



4C055 M01 


BA02 


BA42 


BB04 


CA02 


CA27 


DA01 


FA11 


FA32 


FA37 


4C086 AA01 


AA02 


AA03 


BA05 


BA06 


BB03 


BC13 


BC17 


BC28 


MA01 


MA04 


MA10 


NA14 


ZA33 


ZA34 


ZA59 


ZA89 


ZB07 


ZB08 


ZB15 


4C204 BB01 


BB09 


CB02 


GB03 


DB13 


EB02 


FB01 


GB25 






4C206 AA01 


AA02 


AA03 


FA07 


KA04 


MA01 


MA04 


MA13 


MA14 


NA14 


ZA33 


ZA34 


ZA59 


ZA89 


ZB07 


ZB08 


ZB15 








mm aaoi 


AA03 


AB20 


BJ30 


BN10 


BP30 


BU36 
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